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DETAILED ACTION 

Claims 1-8 are pending. Claims 1-8 were examined in the previous action. With 
supplemental amendment of this application, the applicant, on dates 1/1/08, amended 
claims 1 and 6 are for further examination. Claims 9-21 remain withdrawn. 



Claim Rejections 



35 U.S.C 11235 U.S.C 112 



The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in that 
to which it pertains, or with which it is most nearly connected, to make and use the same and shall set 
forth the best mode contemplated by the inventor of carrying out his invention. 



Claims 1-8 are rejected under U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor at the time the application was 
filed, had possession of the claimed invention. 

These claims are directed to methods of identification and quantification of a genus of 
peptide using a genus of reagent comprising Ag, Al, As, Au, Be, Cd, Ce, Co, Cr, .Cu, Dy, Er, 
Eu, Fe, Gd, Hg, Ho, In, La„ Li, Lu, Mn, Na, Nd. Ni, Pb, Pr, Rb, Rd, Sb, Sm, Sn, Tb, Tl, Tin, V, W, 
Y, Yb and Zn metals chelated to any chelating agents and any chemical compound bound to 
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solid support and use of any enzyme to cleave the peptide from protein or solid support 
then using any HPLC/MS methodology. The specification fails to describe in any fashion 
the physical and/or chemical properties of the claimed class of proteins or chelating 
agents, chemical coupling reagent and enzyme used in cleavage. Since extent of 
bounding and selectivity of metal depend on the nature of chelate, linker group and 
cleavage depends on the nature of enzyme and their respective physical and chemical 
characteristics given this lack of description of representative protein, chelate, enzyme 
species encompassed by the genus of the claim, the specification fails to sufficiently 
describe the claimed invention in such full, clear, concise, and exact terms that a skilled 
artisan would recognize that applicants were in possession of the claimed invention. 

Applicants argument against 1 12 written description rejection, described on their 
amendment page 8, is considered but not found persuasive because although the 
specification teaches method of identification and /or quantification of specific protein 
using few specific chelating agents such as, DOTA macrocycle, specific metals such as 
from lanthanides, specific functional group such as biotin type linker group, specific 
cleaving enzyme such as a trypsin, pepsin etc, does not teach methods of identification 
and quantification of a genus of peptide using a genus of reagent comprising Ag, Al, As, 
Au, Be, Cd, Ce, Co, Cr, .Cu, Dy, Er, Eu, Fe, Gd, Hg, Ho, In, La„ Li, Lu, Mn, Na, Nd. Ni, Pb, Pr, 
Rb, Rd, Sb, Sm, Sn, Tb, Tl, Tin, V, W, Y, Yb and Zn metals chelated to any chelating agents and 
any chemical compound bound to solid support and to peptide and use of any enzyme to 
cleave the peptide from protein or solid support then using any HPLC/MS methodology. 
Complexation of known metal to known multidenate chelate is well known, so is the 
specificity of specific protease to hydrolyse peptide bond. Moreover binding of 
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polypeptide to a chemical binding agent depends on the nature of functional group of the 
binding agent. All those metal described in the instant claims would not form metal 
chelate to any chelating agent described in the claims, nor does any enzyme cleaves any 
peptide bond. Moreover metal binding to a chelating agent, binding of polypeptide to 
chemical functional group needs a sufficient structural knowledge of the chelating agent 
and chemical functional group. However as explained above, methods of identification 
and quantification of a genus of peptide using any of Ag, Al, As, Au, Be, Cd, Ce, Co, Cr, .Cu, 
Dy, Er, Eu, Fe, Gd, Hg, Ho, In, La„ Li, Lu, Mn, Na, Nd. Ni, Pb, Pr, Rb, Rd, Sb, Sm, Sn, Tb, Tl, 
Tin, V, W, Y, Yb or Zn metals chelated to any chelating agents and any chemical compound 
bound to solid support and use of any enzyme to cleave the peptide from solid support 
then using any HPLC/MS methodology using a genera of chelating agents, chemical 
functional group and cleaving enzyme, recited in the claims is a large variable genus that 
applicant do not teach how all these diverse genera of chelating agents, chemical 
functional group and cleaving enzyme will have recited function or do not teach 
sufficient structure to provide the recited function to their structure. Given this lack of 
description of representative species encompassed by the genus of the claim, the 
specification fails to sufficiently describe the claimed invention in such full, clear, 
concise, and exact terms that a skilled artisan would recognize that applicants were in 
possession of the claimed invention. 
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Claims 1-8 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for a method of identification/and or quantification of 
specific protein comprising using macrocylic lanthanides chelate complex comprising 
DOTA macrocycle, biotin type linker group, and a protease as cleaving enzyme not 
reasonably provide enablement for methods of identification and quantification of a 
genus of peptide using a genus of reagent comprising Ag, Al, As, Au, Be, Cd, Ce, Co, Cr, 
.Cu, Dy, Er, Eu, Fe, Gd, Hg, Ho, In, La„ Li, Lu, Mn, Na, Nd. Ni, Pb, Pr, Rb, Rd, Sb, Sm, Sn, Tb, 
Tl, Tin, V, W, Y, Yb and Zn metal chelate complex comprising any chelating agents and any 
chemical compound bound to solid support and use of any enzyme to cleave the peptide 
from protein or solid support then using any HPLC/MS methodology. The specification 
does not enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make the invention commensurate in scope with these claims. 
Claims 1-8 are so broad as to encompass methods of identification and quantification of a 
genus of protein using a genus of reagent comprising Ag, Al, As, Au, Be, Cd, Ce, Co, Cr, 
.Cu, Dy, Er, Eu, Fe, Gd, Hg, Ho, In, La„ Li, Lu, Mn, Na, Nd. Ni, Pb, Pr, Rb, Rd, Sb, Sm, Sn, Tb, 
Tl, Tin, V, W, Y, Yb or Zn chelate complex comprising any chelating agents and any chemical 
compound bound to solid support and use of any enzyme to cleave the peptide from 
protein or solid support then using any HPLC/MS methodology. The scope of the claims 
is not commensurate with the enablement provided by the disclosure with regard to the 
extremely large number of proteins, as well as broad class of reagents used comprising 
Ag, Al, As, Au, Be, Cd, Ce, Co, Cr, .Cu, Dy, Er, Eu, Fe, Gd, Hg, Ho, In, La,, Li, Lu, Mn, Na, Nd. 
Ni, Pb, Pr, Rb, Rd, Sb, Sm, Sn, Tb, Tl, Tin, V, W, Y, Yb and Zn chelate complex comprising any 
chelating agents and any chemical compound bound to solid support and use of any 
enzyme to cleave the peptide from protein or solid support then using any HPLC/MS 
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methodology, broadly encompassed by the methods of the claims. The specification fails 
to describe how any of the said metal chelate selectively bind any protein and/ or peptide 
and any linker group binds said selected moiety to solid support then any enzyme 
cleaves the bound moiety from solid support. The specification fails to describe in any 
fashion the physical and/or chemical properties of the claimed class of protein, metal 
chelate, linker group and cleaving reagent comprising any enzyme as discussed above. 
As the structure of the claimed substances are not defined in any way, one of ordinary 
skill in the art would not be able to make and use any such substances without undue 
experimentation to first find what substances in fact fall within the claimed class. 
Furthermore, the claimed class of compounds is likely to include many compounds, 
which one of ordinary skill in the art would be unable to make and use without undue 
experimentation, even if it was known or expected that the substance be within the scope 
of the claims. 

Thus, applicants have not provided sufficient guidance to enable one of ordinary 
skill in the art to make and use the claimed invention in a manner reasonably correlated 
with the scope of the claims broadly including methods of identification and 
quantification of a genus of peptide using a genus of reagent comprising reagent 
comprising Ag, Al, As, Au, Be, Cd, Ce, Co, Cr, .Cu, Dy, Er, Eu, Fe, Gd, Hg, Ho, In, La,, Li, Lu, 
Mn, Na, Nd. Ni, Pb, Pr, Rb, Rd, Sb, Sm, Sn, Tb, Tl, Tin, V, W, Y, Yb and Zn metal chelate 
complex comprising any chelating agents and any chemical compound bound to solid 
support and use of any enzyme to cleave the peptide from protein or solid support then 
using any HPLC/MS methodology. The scope of the claims must bear a reasonable 
correlation with the scope of enablement (In re Fisher , 166 USPQ 19 24 (CCPA 1970)). 
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Without sufficient guidance, determination of substances having the desired biological 
characteristics is unpredictable and the experimentation left to those skilled in the art is 
unnecessarily, and improperly, extensive and undue. 

Applicants' arguments against rejection of the claims under 35 USC 1 12 first 
paragraph enablement requirement are acknowledged but not found persuasive as 
explained above. Although the specification is enabling for method of identification/and 
or quantification of specific protein comprising a known protein using macrocylic 
lanthanides chelate complex comprising DOTA macrocycle, biotin type linker group, 
and a trypsin or pepsin etc as cleaving enzyme, does not reasonably provide enablement 
for methods of identification and quantification of a genus of protein using any of the 
metal chosen from the group comprising Ag, Al, As, Au, Be, Cd, Ce, Co, Cr, .Cu, Dy, Er, Eu, 
Fe, Gd, Hg, Ho, In, La„ Li, Lu, Mn, Na, Nd. Ni, Pb, Pr, Rb, Rd, Sb, Sm, Sn, Tb, Tl, Tin, V, W, Y, 
Yb or Zn complexed with these diverse genera of chelating agents and having a genera of 
chemical functional group bind to a genera of protein and then cleaving by a genera of 
enzyme. It is well known in the art that binding of polypeptide to a chemical binding 
agent depends on the nature of functional group of the binding agent. It is well known in 
the art that chelate formation of a metal to a chelating agent depends on the structure and 
nature of functional group of the chelating agent. It is well known in the art that all 
enzyme will not cleave a peptide bond, only specific protease does. All those metal 
described in the instant claims would not form metal chelate to any type chelating agent 
described in the claims, nor does any enzyme cleaves peptide bond. Moreover metal 
binding to chelating agent, binding of polypeptide to chemical functional group needs the 
knowledge of sufficient structural knowledge of the chelating agent and chemical 
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functional group. To find out which chelating agent among these enormous number of 
chelating agent ( having no knowledge of structure or function) molecules that have said 
chelation activity with the said metal would be required the necessity of producing and 
testing all of the virtually infinite possibilities. This would clearly constitute undue 
experimentation. While enablement is not precluded by the necessity for routine 
screening, if a large amount of screening is required, the specification must provide a 
reasonable amount of guidance with respect to the direction in which the experimentation 
should proceed. 



CLAIM Rejection - 35 U.S.C 102 



35U.S.C102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

(b) the invention was patented or described in a printed publication in this or a foreign 
country or in public use or on sale in this country, more than one year prior to the date of 
application for patent in the United States. 

(e) the invention was described in ( 1) an application for patent, published under section 
122(b), by another filed in the United States before the invention by the applicant for 
patent or (2) a patent granted on an application for patent by another filed in the United 
States before the invention by the applicant for patent, except that an international 
application filed under the treaty defined in section 35 1 (a) shall have the effects for 
purposes of this subsection of an application filed in the United States only if the 
international application designated the United States and was published under Article 
2 1 (2) of such treaty in the English language. 

Rejection of 1-8 under 35 U.S.C. 102(b) as being anticipated by Carr et al. (WO 
0047548) is withdrawn after accepting applicant's argument. 
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However Claims 1-8 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Aebersold et al. (WO 00/1 1208, from IDS) 

Claims 1-8 directed to method of identification and quantification of protein in 
sample using A-Y-PRG reagent wherein metal (any of the following : Ag, Al, As, Au, 
Be, Cd, Ce, Co, Cr, .Cu, Dy, Er, Eu, Fe, Gd, Hg, Ho, In, La„ Li, Lu, Mn, Na, Nd. Ni, Pb, Pr, 
Rb, Rd, Sb, Sm, Sn, Tb, Tl, Tin, V, W, Y, Yb or Zn) chelate is Y; A bound to supporting 
material and PRG bound to protein wherein after selection of the protein it is cleaved 
from the support by a enzymatic cleavage and then analyze the protein by Mss 
spectrometry. 

Aebersold et al. teach method of identification and quantification of protein in 
sample using a reagent A-L-PRG, wherein A linked to solid support and covalently 
linked to L (L may or may not contain reactive group ) , L -PRG reacts with protein 
reactive group, wherein linker L comprise a chelating agent such as nitrilotriacetic acid 
chelated to Ni ( page 12) wherein after selection of the protein it is cleaved from the 
support by a enzymatic cleavage ( page 14) and then analyze the protein by Mss 
spectrometry . 
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Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Mohammad Meah whose telephone number is 571-272-1261 . The 
examiner can normally be reached on 8:30-5PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ponnathapu Achutamurthy can be reached on 571-272-0928. The fax 
phone number for the organization where this application or proceeding is assigned is 
703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 

/Mohammad Meah/ 

Acting Examiner of Art Unit 1652/1600 

Mohammad Younus Meah, PhD 
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